RA is a systemic disease and there are other manifestations of the disease:
Eyes: secondary Sjögren's syndrome, scleritis and episcleritis. Skin: leg ulcers especially in Felty's syndrome (association of rheumatoid factor positive rheumatoid arthritis, neutropenia and splenomegaly). Rashes, nail fold infarcts. Rheumatoid nodules: these are common, and may occur in the eyes, may be subcutaneous, and may be in the lung, heart and occasionally the vocal cords. Neurological: peripheral nerve entrapment, Atlanto-axial subluxation, polyneuropathy, mononeuritis multiplex. Respiratory system: pleural involvement, pulmonary fibrosis, obliterative bronchiolitis, Caplan's syndrome. Cardiovascular system: pericardial involvement, valvulitis and myocardial fibrosis, immune complex vasculitis. A recent study concluded that there was an excess risk of fatal myocardial infarction compared to the general population [9] . Some RA treatments (eg, methotrexate) have been found to have a protective effect against cardiovascular disease. Kidneys: rare, including analgesic nephropathy, amyloidosis. Liver: mild hepatomegaly and abnormal transaminases are common. Other: thyroid disorders, osteoporosis, depression, splenomegaly. Significant associated diseases and susceptibilities can further increase morbidity and mortality -eg, ischaemic heart disease and atherosclerosis, osteoporosis and susceptibility to infections.
Differential diagnosis
See also the separate Acute Monoarthritis and Acute Polyarthritis articles. 
Investigations

Editor's Note
July 2018 -Dr Hayley Willacy recommends the recently released NICE guidelines dealing with RA mangement in adults [10] . They suggest that clinicians should refer for specialist opinion any adult with suspected persistent synovitis of undetermined cause.
Refer urgently if any of the following apply:
• The small joints of the hands or feet are affected.
• More than one joint is affected.
• There has been a delay of three months or longer between onset of symptoms and seeking medical advice. Offer to carry out a blood test for rheumatoid factor in adults with suspected RA who are found to have synovitis on clinical examination. Consider measuring anti-CCP antibodies in adults with suspected RA if they are negative for rheumatoid factor. Xray the hands and feet in adults with suspected RA and persistent synovitis.
Diagnosis is essentially clinical; investigations are important in assessment and exclusion of other possible diagnoses.
Nonspecific investigations
ESR, CRP and plasma viscosity: usually raised but may be normal. FBC: normochromic, normocytic anaemia and reactive thrombocytosis are common in active disease. Raised ferritin but low serum iron concentration and total iron binding capacity. LFTs: mild elevation of alkaline phosphatase and gamma GT. Antinuclear antibody: positive in SLE and related conditions; also in up to 30% of RA patients and weakly positive in up to 10% of the normal population. Uric acid/synovial fluid analysis: excludes polyarticular gout. Urinalysis: microscopic haematuria/proteinuria may suggest connective tissue disease.
Specific investigations
NICE recommends [3] :
Rheumatoid factor in people with suspected RA who are found to have synovitis on clinical examination. Rheumatoid factor: positive in 60-70% of patients (and 5% of the normal population). Anti-cyclic citrullinated peptide (anti-CCP) antibodies in an individual with suspected RA, if the patient is negative for rheumatoid factor, and there is a need to decide about starting combination therapy. Anti-CCP has been found to be more specific than rheumatoid factor in RA and may be more sensitive in erosive disease [11] .
X-ray the hands and feet early in the course of the disease in people with persistent synovitis in these joints. X-rays may show soft tissue swelling, periarticular osteopenia, loss of joint space, erosions and deformity.
Management
See the separate articles on Management of Rheumatoid Arthritis and Disease-modifying Anti-rheumatic Drugs (DMARDs).
NICE has published guidance on the standards of care for people with RA [3] . Early involvement of secondary care is very important for establishing the diagnosis, early use of DMARDs and ensuring full access to all available resources.
Complications
Adverse effects on work and social life are common [12] . Many people with RA have restricted mobility and difficulties with activities of daily living. Inability to work may occur early in the course of the disease, especially in someone with a manual occupation. Approximately one third of people stop work because of the disease, within two years of onset, and the proportion of people who have stopped work increases with time [3] . Depression is common. Inflammatory conditions other than those involving joint and tendon. Vasculitis, vasculitic ulcers. Pleurisy, pleural effusions, pulmonary fibrosis. Pericarditis, pericardial effusions, myocardial infarction, myocardial dysfunction, myocarditis. Lymphadenopathy. Dry eye syndrome (keratoconjunctivitis sicca). Neuropathy. Felty's syndrome (enlarged spleen and low white cell count); can present with an infection or leg ulcer. Amyloidosis (rare). Anaemia. Orthopaedic complications: carpal tunnel syndrome, tendon rupture (particularly extensors of fingers or thumb), cervical myelopathy (usually after severe and long-standing RA), osteoporosis, articular deformities and functional impairment. Infectious complications: increased risk of infections. Pulmonary infection and generalised sepsis are particular risks. Septic arthritis is a rare but serious complication.
Prognosis
The prognosis is variable. The clinical course is typically periods of exacerbations and remissions but may be mild self-limited disease or a chronic progressive illness. Approximately 40% of patients become disabled after ten years. The prognosis is worse when diagnosis and treatment are delayed. A worse prognosis for joint damage and disability is associated with: Age younger than 30 years, male. Insidious onset. Extra-articular manifestations, a large number of involved joints, systemic symptoms, persistent anaemia of chronic disease. HLA-DRB1*04/04 genotype, a high serum titre of autoantibodies (eg, rheumatoid factor, anti-CCP), raised levels of complement C1q. Early X-ray evidence of bone erosions. RA that remains persistently active for longer than one year.
There is increased mortality, particularly due to cardiovascular disease, infection, vasculitis, and poor nutrition. 
